Muranaka et al, Supplementary Figure S1

a

c
s
o
e
~
€
Q
S
g
£
Q
o

e

Relative cell number

Ratio relative to control

15

10

-10

-15

2.0
ek
1.0 Il Non-target shRNA
[0 Rb shRNA
0
Non-target -
shRNA
5 o
L]
(]
8
L ]
Rb
shRNA
-10 -5 0 5 10
Component 1 (36.6%)
PAa 38:4 MAG 20:4
1.5 1.5
1.0 1.0
*k
*%
0.5 0.5
0 0

b
X109)

Mass spectrometry intensity (cps)
N w E e | [} ~

Lo, L
10 20 30

Retension time (min)

PGa342
PGa32:1
MAG 204
MAG226
MAG225
PAa 342
PAa32:1
PAa 384
PCad6:1
LPCa220
PEa385
LPSa221
PSa 381
LPSa 160
DAG320

. FAtBA
AEA 240
AcCar 17:0
Cer (d18:1/221)
DAG 361
DAG 341
DAG 362
DAG340
AcCar 180
AEA220

Non-target Rb shRNA

Il Non-target shRNA
[ Rb shRNA

15
10
05

-05
-1.0
-15



Muranaka et al, Supplementary Figure S2

a

DAG 422
DAG 36:2
DAG 36:0
DAG 34:0
DAG 320
DAG 36:1
DAG 402
DAG 382
DAG 34:1
DAG 38:1
DAG 330
DAG 34:3
DAG40:3
DAG 40:4
DAG 384
DAG32:1
DAG 38:3
DAG 36:4
DAG 322
DAG 34:2
DAG 36:3
DAG 38:0
DAG 385

°
°
L 3
°
°
L ]
°
°
L 3
°
°
L ]
°
T T T T T T
00 02 04 06 08 10 12

VIP scores

b

Rb shRNA

Non-target



Muranaka et al, Supplementary Figure S3

@@} & & &
SR SR
PCa 30:0 [ |

[ |
m
H Bl
| ]
- i
= m
c N
& X
& F
X
m
|
]
m

PCa 44:9

| W | PCa 44:12

PSa 32:0

PSa 42:10
PSa 42:11

PSa 44:7

AcCar 12:0
AcCar 14:0
AcCar 15:0
AcCar 16:0
AcCar 16:1
AcCar 17:0
AcCar 18:0
AcCar 18:1
AcCar 18:2

AEA 12:0
AEA 13:0
AEA 14:0
AEA 16:0
AEA 16:1
AEA 18:0
AEA 18:1
AEA 20:0
AEA 20:4
AEA 22:0
AEA 22:1
AEA 22:5
AEA 22:6
AEA 24:0
AEA 24:1
AEA 24:2

Cer (d18:0/18:0)
Cer (d1 20:0)
Cer (d18:0/22:0)
Cer (d18:0/23:0)
Cer (d18:0/24:0)

:0/24:2)
Cer (d18:1/16:0)
Cer (d18:1/18:0)

:1/19:0)
Cer (d18:1/20:0)
Cer (d18:1/20:1)

:1/22:0)
Cer (d18:1/22:1)
Cer (d18:1/23:0)

:1/24:1)
Cer (d18:1/24:2)
Cer (d18:1/25:0)

SM (d18:0/18:0)
SM (d18:0/20:0)
SM (d18:0/22:0)
SM (d18:0/24:0)
SM (d18:1/16:0)
SM (d18:1/16:1)
SM (d18:1/17:0)
SM (d18:1/18:0)
SM (d18:1/18:1)
SM (d18:1/19:0)
SM (d18:1/20:0)
SM (d18:1/20:1)
SM (d18:1/21:0)
SM (d18:1/21:1)
SM (d18:1/22:0)
SM (d18:1/22:1)
SM (d18:1/22:2)
SM (d18:1/23:0)
SM (d18:1/23:1)
SM (d18:1/24:0)
SM (d18:1/24:1)
SM (d18:1/24:2)
SM (d18:1/25:0)
SM (d18:1/26:0)
SM (d18:1/26:1)
SM (d18:1/26:2)

h

PAa 32:0
PAa 32:1
PAa 32:2
PAa 34:0
PAa 34:1
PAa 34:2
PAa 34:3
PAa 34:4
PAa 36:0
PAa 36:1
PAa 36:2
PAa 36:3
PAa 36:4
PAa 36:5
PAa 38:1
PAa 38:2
PAa 38:3
PAa 38:4
PAa 38:5
PAa 38:6
PAa 38:7
PAa 40:2
PAa 40:3
PAa 40:4
PAa 40:5
PAa 40:6
PAa 40:7
PAa 42:1
PAa 42:5
PAa 42:6
PAa 42:7
PAa 42:8

PGa 32:0
PGa 32:1
PGa 34:0
PGa 34:1
PGa 34:2
PGa 34:3
PGa 36:0
PGa 36:1
PGa 36:3
PGa 36:2
PGa 36:4
PGa 36:5
PGa 38:1
PGa 38:2
PGa 38:3
PGa 38:4
PGa 38:5
PGa 38:6
PGa 40:1
PGa 40:2
PGa 40:4
PGa 40:5
PGa 40:6
PGa 40:7
PGa 42:2
PGa 42:8
PGa 42:10
PGa 44:11
PGa 44:12

N



Muranaka et al, Supplementary Figure S4

a b

ﬁ' g Top 25 compounds correlated with DAG 34:1
£
§ DAG 31
e ongos0
—> FA181 o mm o2
FA20:2 . [ —
FA170 . m. et
FA16:2 . ] . Lpaet
FA 140 ° mm High et
FA160 . mm o160
FA15:0 ™ 1] ' Cortdis220
FA24:0 o mm Caretnmn)
FA20:3 ° 1] s
FA225n3 ® [ | AR
FA18:0 ® [ | PAa321 g
Pha342
FA182 ° mm I @i
FA22:6 ° [ | T N y y T
FA16:1 . mm Low 40 05 00 05 10
FA20:0 . Correlation coefficients
FA24:4 L
FA22:4 °
FA20:4 L] Top 25 compounds correlated with DAG 36:1
FA22:0 L]
FA20:1 | @ DAG 364
DAG341
T T T T I T T T gﬁgﬁ.s
02 04 06 08 10 12 14 16 —
AcCar 180
DAG 320
VIP scores e
Cor(atg221)
Cer (d18:1/200)
Cer (d18:17220)
PSagen
LPCa220
LPSa160
,,
c s
st
. PGagzt
Top 25 compounds correlated with FA 18:1 peaset
PAa 342
PGam2
FA18:1 T T T T T
DAG 340 -1.0 05 00 05 10
DAG 320
AEA 220 Correlation coefficients
AcCar 17:0
—_— DAG 36:1
b DAG 362
Cer (d18:1/220) Top 25 compounds correlated with DAG 36:2
LPSe 180
AEA 180 DAG 362
LPla20:2 Ao
— DAG 34:1 DAG34:1
Cer (d18:1/22:1) heCar 180
Cer (d18:1/200)
AEA 18:1 — PR
AcCar 18:0 s
AcCar 182 LPSa 160
AEA 240 05(015313/2;1')
HexCer (d18:1/24:1) - LPEa 18:1
- P.Aa 3§:A Cer (d18:1/200) '
(@18:1/23:1) PEa 365
PAa32:1 Cer (d18:1/220) !
PGa 321 s
PGa34:2 PGa34:1
PAa34:2 x??
T T T T T PAa32:1
PGad2
-1.0 -0.5 0.0 05 1.0 ’ § § r

:
40 05 00 05 10
Correlation coefficients Correlation coefficients



Muranaka et al, Supplementary Figure S5

a b

Rb1 Elovlé Scd1
1.5 2.0 1.5

1.0 1.0

Relative expression
o
Relative expression

W Non-target shRNA

3.0

20

Rb KO MEF

Elovl6
2.0

B Wild type MEF 2
O Rb KO MEF 2

1
i

[ Rb shRNA2
C d w
w
Srebf1 Srebf2 f
* o
§ 20 15 2
2 z
[}
5 1.0 =
3 10
2 05 fl-SREBP-1
k] ————
Q

Rb KO MEF

e f
Scap Insig1 Insig2
*%
_5 1.5 1.5 1.5 .5
2 2
£ 10 1.0 1.0 =
x *% x
o [
2 o5 05 0.5 2
K =
[0} Q
x o 0 0 o

Il Non-target shRNA
[ Rb shRNA

Scap
* 1.5
1.0
0.5
0

W Wild type MEF
[ Rb KO MEF

Scd1

*%

Insig1



Muranaka et al, Supplementary Figure S6

s
- 4 8
b =
» - -
= n / o
LW lae s 8
< O w " 3 ®
oy Za 2 3
o / f -
55 f R 2
s
Ed NER:
S u i S
c < £
wa g x
T & ]
7] | 4
© © ¥ N o @gwo
2283338 J3 a5
(s3) a100s RINEN]
juswyouuzy I8l| paxuey
(+) zz€) 3US — P
(-) €511 423 — W]
(+) 682 u_mm/w
()00 4237
(Y68 423 =P (1) geg 4ga— by "
(#) 2L u_wmm m| F B F g
¥ el ded = () 06€e- 423 (+) 25~ 423~
- e
() 691- 43 () vog- WS \
() zsr-423—» () seo- mmmww_
(+) 8eg- 3yS 7»
(-) 186- 423
(+) 264- 423 () €96~ 3us — b4
(Hezti-423—P () cos- 4o3 LeLL- 3US — D]
+) G621~ 423 — M

Elovl6é (NM_130450)

Scd1 (NM_009127)

ELOVL6 (NM_024090)

OF_DNA_REPLICATION

Enrichment plot:

REACTOME_E2F_MEDIATED_REGULATION

7,500 10,000

T

2500 5,000
Rank in ordered dataset

0

02 o
0.0

© %
S o

(s3) a100s
juswyoLug

(+) ¥8LL 3HS — P}
(+) 928 423

B
()ezg 423~

%]
2]
- [~ Vl
QA{E=EAC
() 691-423 7

(+) zZ9L1- 423 — P

(+) 1Z51- 34S — P
(+) 2691- 3¥S —
() 6821~ 423 7

SCD (NM_005063)

Rb1

Scd1

Elovi6

wowo
Noaw

ouew
1sl| paxuey

VNYUs g4

19b1E}-UON

VNYUSs g4

yoblej-uoN

1.5
1.0
0.5

VNYUs 9

*k

job.eyj-uoN

VNYUs g4

*%

19b61E}-UON

20
1.5
1.0
0.5

VNYUs g4

10b4e)-UON

VNYUs g

job.ey-uoN

uoissaldxe aAneley

Srebf1*"* Srebf1” Srebf1** Srebf1*

Srebf1** Srebf1”

Rb1

Scd1

Elovié

*k

*k

1.5
1.0
0

0.5

*%

1.5
1.0
0

0.5

o o o o
o™ ~

N

uoissaidxe aAle|ey

VNYUs ¢
jobliej-uoN
VNYUS g4

jobie)-uoN

VNYUs g
Jobuej-uoN
VNYUs g4

jobiej-uoN

VNYUs gy
joble)-uoN
VNYUs q¥

yobuej-uoN

Non-target Srebf2 Non-target Srebf2

Non-target Srebf2

shRNA shRNA

shRNA shRNA

shRNA shRNA



Muranaka et al, Supplementary Figure S7

o]
5%
* VNYUS LpoS w _.Mr
* VNYUs 9/10/7 [ |m]
jobJey-uoN
© ° © . _ 1181 v4
-~ — o
$9|U0J0D paule)s-eswal) _ 0:8L v4
Alaaisod jo ones aanejey _ 191 V4
= s asouds _ 0:91 v4
3 19Ae|oUON < _ vsd
sz
o o o o o
¥ © o < n < 2 2 2 e
eale alayds JO onels dANe|S
© s aouds yds jo ojy ey
3
0 Jahkejouopy
w o (s} o
) > 3 < -
- - =] n/W > 5
4 -
uoissaldxa anijeloy u 5 x
o
* gy-asxd % &
o < -
gsx1d g 2 <
2 w
c C
o n
0 e © ° b4
-~ -~ o
S9IUOJ0D paule)S-BSWaID
-
Aloanisod jo ones anijejoy b o] ©
<
w
¥ 2YNYUS LPIS
Q 3
o o ) LYNYUS £poS
Jis} « o
% Jobuej-uoN w
[} <
[Te} o [t} o w
-~ - o
b 2YNYUs 9103
©
- 3 H LYNYUS 91101F <
[7) [y &
x jobuej-uoN o
-
[=%
) o [t} o
-~ - o
uoissaldxa anlejay OSsna 8EY-dIN



Muranaka et al, Supplementary Figure S8

a b
Breast Cancer Ovarian Serous Cystadenocarcinoma
(METABRIC, Nature 2012 & Nat Commun 2016) (TCGA, Nature 2011)
ELOVL6 SCD1
*k . *
8 s @ 3 E—
5 2 A —7— 5 2 1
O i O H
(%] i (] i
N1 1A
c C
2 k]
2 07 . g 0~
o i < —
g 1 i g 1
i i i
s 2 s 2
xr - — x “
1S 2 € 3
3 T . -3 T T
WT MUT WT MUT

P =0.006466 P=0.01768



